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Jean Mayer 

United States IDepartment of Agriculture 
Human Nutrition Research Center on Aging 
At Tufts University 


veo-17 


Nutritional Immunology Laboratory 


October 15, 2001 


To: 

Animal Care and Use Committee, HNRCA 
From: $ 

Re: Category E animals in Amendment to Protocol MS-3 1 

The major limiting factor in conducting our study is the large number of 
animals needed to collect sufficient number of macrophages for our experiments. 

This inherent difficulty can be overcome by intraperitoneal injection of 
thioglycollate (TG) which elicits recruitment of macrophages to peritoneal 
cavity. TG is a widely used stimulatory agent which induces non-infectious 
acute peritoneal inflammation in mice and rats. Administration of TG has 
been shown to increase the total number of macrophages up to four-fold, which will 
reduce the number of animals necessary for addressing our specific aims. 

A number of recent studies have successfully demonstrated that TG-elicited 
macrophages can be used in the study of some gene expression and signal transduction. 
However, the feasibility of using TG-elicited macrophages to study COX-2 gene 
expression is not known. 

To test this, we need to inject TG intraperitoneally to mice three days before they 
are euthanized by CO 2 asphyxiation for macrophage collection. Peritoneal injection will 
cause discomfort and moderate pain in mice, which unfortunately can not be alleviated. 
Thus we have classified the animals under category E. 


711 Washington Street 
Boston, Massachusetts 02111 
FAX: (617) 556-3344 


To: Animal Care and Use Committee 


From: PI of WA-1 Protocol 

RE: Justification of Category E in WA-1 Protocol: Effects of Combined Chemopreventive 
Agents (9-cis retinoic acid, celecoxib, and l,25(OH)j vitamin D 3 ) Against NNK-induced 
Lung Carcinogenesis in AJ Mice 


Protocol WA-1 will include USDA Category E research in which some experimental 
animal groups will experience pain and/or distress without alleviation. This letter will verify a 
lack of alternative methods and assure the committee that the proposed research does not 
unnecessarily duplicate previous experiments. 

We propose to conduct an in vivo intervention study to inv estigate the effectiveness of 9- 
cis retinoic acid, l,25(OH): vitamin D3, and a COX-2 inhibitor drug alone and in combination as 
anti-carcinogenic agents in the AJ mouse model of lung cancer. Lung tumors in strain A/J mice 
resemble human lung adenocarcinoma and have become the preferred test system to study this 
form of cancer. The target of chemoprevention is premalignant lung disease, making animal 
models essential for evaluating the efficacy of compounds and interactions in tlie suppression of 
tumor progression. Because symptoms rarely occur in the early stages of human lung cancer and 
many of these early cancers go undiagnosed, mice genetically predisposed to this form of cancer 
allow us to study lung cancer chemoprevention over the course of months and with fewer 
animals than similar studies with human subjects. The induction of lung tumors in AJ mice 
progresses through several distinct stages similar to the stages of human lung cancer. In both 
mice and humans, adenocarcinomas progress to adenomas and ultimately carcinomas. Further, 
tumor initiation by a tobacco-derived carcinogen. 4-(methylnitrosamino)-l-(3-pyridyl)-l- 
butanone (NNK), in AJ mice is characterized by premalignant legions containing a gene 
alteration that is also present in some human cancers. This makes the AJ mouse an ideal model in 
which to study lung cancer chemopreventative agents that may be of benefit to the human 
population. Although we cannot alleviate mmor formation in the NNK-injected control group, 
the treatment group using combined chemopreventive agents should alleviate tumor 
formation/distress/animal pain. 

While mechanistic hypotheses and data from cellular smdies suggest that combinations of 
vitamins and anti-inflammatory drugs may be effective in lung cancer chemoprevention, there is 
a clear lack of in vivo work in this area. This will be the first study to examine vitamin A and 
vitamin D interactions in an animal model of lung cancer and the first study to combine these 
vitamins with a COX-2 inhibitor to examine synergistic effects. If successful, this study could 
lead to new approaches in cancer chemoprevention, utilizing combinations of chemopreventive 
vitamins and drugs in smaller and less toxic doses, thereby avoiding the side effects commonly 
seen in early clinical trials testing single agents. This research cannot be done using cell models 
as results cannot be applied to in vivo tumorigenesis. 


TO; The HNRC Animal Care and Use Committee 

FROM: NEPS Laboratory 

RE: Justification of Category E in protocol RO-17, “Roles of TNF and 

interleukin- 1 in stress-induced cachexia; Effects of age in transgenic 
mice” 


Our protocol RO-17 addresses the question of whether the cytokines involved in cachexia 
are the same as sarcopenia (namely TNF, lL-1, and IL-6). This line of research pertains 
to the mission of the NEPS laboratory, ie, the understanding and alleviation of 
physiological or pathological processes leading to sarcopenia, wasting and cachexia. 

In RO-17, turpentine will be delivered subcutaneously in one of the hind limbs of wild 
type and IGF-I transgenic mice. Unfortunately, turpentine injection, although not lethal, 
results in a sterile abscess that cause pain. This pain is comparable to that felt by humans 
with a thigh abscess. We anticipate the abscess to be maximal 16 days after injection, 
and to gradually shrink thereafter. Unfortunately, the pain will not be alleviated by pain 
killers, as these drugs may induce changes in the levels of muscle cytokines, one of the 
major endpoints of this study. Because sub-clinical inflammation is a recognized feature 
of human aging, the proposed experiments are germane to the issue of age-related 
changes in protein catabolism, inflammation, and immune responses. 



November 10, 2003 


Jean Mayer 

United States Department of Agriculture 
Human Nutrition Research Center on Aging 
At Tufts University 


NOV 2 62m 


Elizabeth Goldentyer, D.V.M. 

Regional Director - Animal Care 
APHIS, Eastern Regional Office 
920 Main Campus Drive, Suite 200 
Raleigh, NC 27606-5213 

Reference: USDA Annual Report (Registration No.: 14-F-0009) 

Dear Dr. Goldentyer: 

The enclosed documents represent the U.S.D.A. Human Nutrition Research Center on Aging at 
Tufts University’s (HNRCA) “Annual Report of Research Facilities’’ for the Federal fiscal year, 
October 1 , 2002 through September 30, 2003. Aspects of this report that require comment are: 

1 ) Animals reported under Category E; 

a) Mild non-infectious peritoneal inflammation was induced in sixty-one (61) mice by the 
intraperitoneal injection of thioglycollate to increase the total number of peritoneal 
macrophages available (which reduced the number of animals used) for peritoneal 
macrophage harvest. The letter of justification for category E research was submitted with 
the lACUC animal protocol and Is attached. 

b) Lung tumors were induced in one hundred one (101) mice to examine the combined 
synergistic effects of vitamin A, vitamin D and COX-2 inhibitors to evaluate their role in lung 
cancer chemoprevention. The letter of justification for category E research was submitted 
with the lACUC animal protocol and is attached. 

c) Sarcopenia was induced in one hundred fifteen (115) mice by the subcutaneous 
injection of sterile turpentine into the hind limbs of the mice to evaluate if the cytokines 
involved in cachexia are the same as those of sarcopenia (namely TNF, IL-1 and IL-6) in 
an effort to understand and potentially alleviate the physiological or pathological processes 
leading to sarcopenia, wasting and cachexia. The letter of justification for category E 
research was submitted with the lACUC animal protocol and is attached. 

ShouIgTVou have anv odestions reoardinq the report, please do not hesitate to contact me. 


711 Washin^oh btreet 
Boston, Massachusetts 02111 
FAX; (617) 556-3344 
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Column E Explanation 


1 . Registration Number: 

2. Number of animals used in this study: 35 

3. Species (common name) of animals used in study: Canis latrans (coyote) 

4. Explain procedure producing pain and/or distress: 

Animals were fed or gavaged with suspensions containing mixtures of caffeine and 
theobromine to evaluate the potential of these substances as selective predacides. 

Dose vs. Response (percent mortality) curves for three mixtures (13:1 (theo:caf), 5:1 
(theo:caf), 100% theo) are being constructed from the toxicity testing data. 

5. Provide justification why pain or distress could not be relieved. State method or 
means used to determine that pain and/or distress relief would interfere with test results. 


QA-1064 "Development of a Natural, Safe and Effective Plant Based Predator Toxicant" 
was designed to evaluate the potential of methyixanthines (theobromine, caffeine) as a 
selective predator toxicant. With experimental toxicants, it is difficult to predict pain or 
distress experienced by the animals dosed. Administration of other substances 
(analgesics, etc.) prior to symptoms of intoxication might confound the pharmacological 
action of the methyxanthine test substances and lead to erroneous conclusions and 
ideally would be avoided until necessary. Although listed as a Category E study, the 
protocol permitted the attending veterinarian to administer analgesics, anesthetics 
and/or euthanasia in instances where the animals were determined to be in pain or 
distress. 

6. What, if any federal regulations require this procedure? 

Agency: none CFR: none 



Colimm E explanation for Q A 1118 


Registration Number; 84-F-OOOl 

Number of animals used: 5 

Species (common name): Mountain Beaver 

Several attempts have been made to reduce damage by decreasing moimtain beaver (Aplodontia 
rufa) populations through the use of conibear-traps. This type of lethal control is becoming politically less 
popular, as indicated by the passage of Initiative 713 in 2000 (RCW 77.15 section 3) which banned the 
use of all body gripping traps in the state of Washington. Therefore, alternative tools to conibear traps for 
reducing mountain beaver populations may be desirable. At present there are no toxicant registered for 
use to control mountain beaver. A previous study (QA- 885) showed that chlorophacinone was the only 
underground bait that was 1 00% effective and readily consumed by moimtain beaver. LiphaTech 
currently holds a chlorophacinone label in the form of paraffmized pellets. These pellets are delivered in 
bags to prevent weather damage. Another recent study (QA 1072) conducted in the Olympia Field 
Station habitat pens, showed that mountain beaver cached bags. Using LiphaTech’s delivery system 
might reduce primary hazards as mountain beaver can cache baits inside their nests. 

Ten mountain beaver served as subjects. Animals were given a minimum of 2-4 weeks to adapt 
to pen and burrow system. After adaptation period was over, the bait was placed in a trash can (76 1) in 
each of the pens. Each container has a 10cm diameter hole at the bottom to allow access and to mimic the 
rodent’s natural burrow system. Five of the animals received a 12 oz bag of 0.005% chlorophacinone, 
while the other 5 animals were used as control and given no bait only bags with plain oats. Bait 
formulation for each treatment was presented as paraffmized pellets. The status of animals was 
monitored at 2-hour intervals for the first 6 hours, then again every 24 hour for the next 28 days. As 
administering sedatives or analgesics could affect the toxicity of the chlorophacinone baits, no drugs were 
administered until acute toxicity was imminent. Animals were frequently monitored to minimize any 
potential suffering until the completion of the study. Any animal that demonstrated severe symptoms 
(e.g., convulsions, comatose) of poisoning were euthanatized immediately. 

This is a preliminary study to determine if the LiphaTech product might be applicable to a field 
application. EPA regulations require that for final registration of a product that 70% efficacy with death 
as an end point be demonstrated. Since this data will support registration we therefore followed EPA 
regulations with a few modifications to account for a different species ( Standard rat 

anticoagulant place pack dry bait laboratory methods. Guideline #1 .217). 


October 25, 2004 

NWRC, FY 2004 
Aphis Form 7023, attch #1 


Locations where animals in this report were used and/or housed: 

USDA, APHIS, WS, NWRC 
4101 LaPorte Avenue 
Fort Collins, CO 80521 

USDA, APHIS, WS, NWRC 
Olympia Field Station 
9730-B Lathrop Industrial Drive SW 
Olympia, WA 98512 

USDA, APHIS, WS, NWRC 
Logan Field Station 
4200 S 600 E 
Cache County Road 
Millville, UT 84326 

USDA, APHIS, WS, NWRC 
Hawaii Field Station 
PO Box 10880 
Hilo, HI 96721 
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relieving drugs. 

R- Number ut animals upon 
which experiments, 
teaching, research, 
surgery, or tests were 
conducted invulyirvg 
accompanying pain or 
dtstressto the animals 
and for which appropriate 
anesiheiic. analgesic, or 
Iraiiquilizing drugs were 
used 

g. Number ol animals upon which leaching, 
experimehls, research, surgery or tests were 
conducted involving accompanying pain or disi ress 
lo the animals and tor which the use ol appropriate 
anesiheiic. analgesic, or tranquihzing drugs would 
have adverselv affected (he procedures, resulls. or 
inlerpretelion of the teaching, research, 
experiments, surgery, or tests. (An expranof/on of 
the procedures producing pain or dtefrass in these 
animats end the reasons such drugs were not used 
oiutl be etteebed to this repod). 

F. 

total no 

OF ANIMALS 

<Col8. C 4 

O -f £) 

4. OOQS 






S. Cats 






6. Guinea Ptos 



— 

— 

h" 

7. Hamsters 






H. Rahbiis 

L... . 





9. Non-human Primates 

r 





10. Sheep 



1 ■ " 

— 


1 1 . Pios 




— 

jrg 

1 2. Other Farm Animals 












13. Other Animals 

























I ASSURAHCe STATeMENTS 


I > Piofessionslly acceplobic utondardc governing (he cars, ireaimarii, »iwl i«e^ nl animciis. including opproriate use of aeesineltc, analgesic, and tranquiU/irtg drugs, prior to, during, 
and (uMowiitg acluaf research, leaching, testing, surgery, or exfieriinentation were toltowed by Ihtii research facilily 


2 ) Each pruictpat investigator hos considered atlernalives to paiiilui procedures 

This iacility is udliering to the slaiidards aiul regiilalioiis uncier (he Act. artd il has required that eNCeplioiiS 10 the standards and regulations be specilied and explained by the 
principal iiivesligaior and approved by the Instiliilioiial Animal Care and Use Committee (IACUC) A summary ol aU such •xeepliona ia attached fo this annual report. In 
addition to identilying the lACUC-approwed exceptions, this summary includes a briel explanation of the exceptions, as well as the species and number ol aniinals alfecled 


Tho atlimding velciitianan tor this research tactlity has uptxopriato uulhurity to ensure the provision ot adequate veterinory care and to oversee the adetfuacy ol other aspects ol 
jniiiiol care and use. 


CEKTIKICATION BY liL'AnQlJAKTKSRRSeAKCn KACIKITY OKFICIAI. 

(Chief Executive Officer or Legally UeaponalMc Inslitutionai Onicial) 

1 CBrtiiy thai the utxive is true, corrnci, and ctxttpletu 1? USC Seclinti 2(43) 

SIGNATURE OF C.E-0. OR INSTITUTIONAL OFFICIAL 


DATE SIGNED 

10/27/03 


APHIS FORM 7023 iRepiaces VS FORM t8'23 (OCT 86). which is obsoleie ) 
(AUG 91) 


PAOT 1 . MPAnni IAPTPP<^ 


















This -eporl is required by lew (7 OSC 2 H3) Failure lo report occording tr> the regulalitjos' P 0 / 2004 
result ,n on order to cease a..d desist and lo be subject lo penalties as provided (o, in Seciion 2i SO. a^itS?n1«maLn. 


UNITED STATES DEPARTMENT OF AGRICULTURE 
ANIMAL AND PLANT HEALTH INSPECTION SERVICE 



inleragency Repbn Conirol Mo 
0180-DOA-AN 


FORM APPROVED 
OMB NO. 0579-0036 


ANNUAL REPORT OF RESEARCH FACILITY 

(TYPE Off PffINT) 


2. HEADQUARTERS RESEARCH FACILITY (N^me Qnd Address, es fegistersd with USDA, 
ihc/ucf« Zip Code) 

Departinftnt of yeterans 
VACO 

810 Vermont Avonue NW 
feshington, DC C0420 


* shM?”d'nKeMary*)^ at'tnnals were housed or used in actual research, resting, teaching, or experimentation, or held lot these purposes. Attach arldilional 


FACIUTY LOCATIONS fSiles; 




REPORT OF ANIMALS USED 8Y OR UNDER CONTROL OF RESEARCH FACILITY ^Alfach ailhiiliofta/ shoets H rtecesssry or useAPHiS FORM 7023A; 


Animals Covered 
By The Animal 
Welfare Regulations 


B. Number ol 
animals being 
bred, 

condiMoned, or 
held tor use in 
leaching, testing, 
experimenis. 
research, or 
surgery but nol 
yet used lor such 
purposes. 


C Number ol 
aniirrais upon 
which leaching, 
research, 
experimenis, or 
tests were 
conducted 
involving no 
pain, distress, or 
use of pain* 
relieving drugs. 


^ Number ol animals upunj 
which experlmems. 
leaching, research, 
surgery, or tests were 
conducted tnvoivtng 
accomfsanying pain or 
distress lo the animals 
and tor which appropriate 
anesthetic, analgesic, or 
tranquHIzing drugs were 
used. 


Number ol animals upon which leaching, 
experiments, research, surgery or tests were 
conducted involving accompanying pain or distress 
to the animals aftd tor which the use of appropriate 
anesthetic, analgesic, or iranquilizing drugs would 
have adversely affected the procedures, results, or 
interpretation of the teaching, research, 
experiments, surgery, or tests. (An exptanation of 
the procedures producing pain or distress in these 
enimets end the reasons such drugs were not used 
must be aNached to this report). 


total no. ■ 

OF ANIMALS 


ICols. C 
D ♦ E) 



ASSURANCE STATEMENTS 


1) Professionally acceptable standards governing ihe care, trealir^ent, and use of animals. iiKluding approriaie use of anesthetic, analgesic, and tranquiluing drugs, prior lo. during, 
and loUowing actual research, teaching, testing, surgery, or experimentation were lollowed by this research facility. 

2) . Each principal investigator has considered allernalives 10 painful procedures. 

3) . This lacility is adhering to Ihe standards and regulations under the Aci. and it has required ihat exceptions lo the standards and regulations be specified and explained by the 

principal investigator and approved by the Insiiliilional Animal Care and Use Committee (lACUC) A summary of ail such exceptions is attached to this annual report. In 
addition lo identifying (he lACUC-approved excepiions, (his summary includes a brief explanation ot the exceptions, as welt as ihe species and number ot animals altected. 

4) The attending veterinarian tor this research taciliiy has appropriate authority lo ensure the provision ol adequate veterinary care and to oversee Ihe adequacy ol other aspects ol 
animal care and use. 


CERTIFICATION BY HEADQUAKTES RESEARCH FACILITY OFFICIAL 
(Chief Executive Officer or Legally Responsible Institutional Oflicial) 

I certity that the above is true, correc). and complete (7 U S C Seclior^ 2143) 


SIGNATURE OF C.E.O. OR INSTITUTtONAL OFFICIAL 


NAME & TITLE DF C.E.O. OR INSTITUTIONAL OFFICIAL (Type or Pnnt) 


DATE SIGNED 


li/lO/C 


APHIS FORM 7023 
(AUG 91) 


{Replaces VS FORBTls zs (OCT 88), which is obsolete ) 


DfcC 1 3 2004 


PART 2 - SECTOR OFFICE 
























Investigator: 

Protocol#: QI_S-0014B 
Justification of Category E Animals 

The category E rabbits were injected with anthracydines chronically and they 
may develop congestive heart failure over a 10-week period. Use of anxiolytic 
agents or stress reducing drugs such as barbiturates or benzodiazepenes may 
induce or inhibit microsomal liver metabolism or displace anthracydines from 
plasma protein stores thereby altering the pharmacokinetics of anthracydines. 
Such an effect may interfere with the experimental outcome. The drugs may 
have direct effects on the protans of the heart being studied and interfere with 
the results of the study ■ 


This repori is rGQUir6d by law (7 USC 2M3)- Failure lo report according lo the reQuIalioos can 
result hian order lo Cease and desist and lo be subject to penalties as provided for in Section 21S0. 


UNITED STATES DEPARTMENT OF AGRICULTURE 
ANIMAL AND PLANT HEALTH INSPECTION SERVICE 

yd "-tW 

ANNUAL REPORT OF RESEARCH FACILITY^ 

(TYPE OR PRINT) 


See reverse side lor . Interagency Repori ( 

addiiional information. ^180-DOA-AN 


1. REGISTRATION NO. V FORM APPROVED 

g2-y*-0ni 13*1^ OMB NO. 057d-0036 

2. HEADQUARTERS RESEARCH FACILITY (Name and Address, as regisfered wHh USDA 
/ncfude Zip Code7 


Department of Veterans Affairs 
VACO 

SIO Vermont Avenue NW 


- ^z2. - ^rs 


3. REPORTING FACILITY (List all locations where aiunnais were housed or used in actual research, testing, leaching, or experimentaiion. or held lor these purposes. Attach additional 
sheets II ,.«es«ry.) ‘'t' .9 QX}. 


FAaUTY LOCATIONS (Sties) 


531 VA fsdlcal Center 
500 Fotl 




REPORT OF ANIMALS USED BY OR UNDER CONTROL OF RESEARCH FACILITY fAttach adiditionat sheets H necessary or use APHtS FORM 7023A} 


Animals Covered 
By The Animal 
Wellare Regulations 


B. Number of 
animals being 
bred. 

conditioned, or 
held lor use in 
leaching, testing, 
experiments, 
research, or 
surgery but not 
yet used tor such 
purposes. 


C Number ol 
animals upon 
which teaching, 
research, 
experiments, or 
tests were 
conducted 
involving no 
pain, distress, or 
use of pain- 
relieving drugs. 


D. Number ol animals upon 
which experiments, 
leaching, research, 
surgery, or tests were 
conducted involving 
accompanying pain or 
distress to the animals 
and lor which appropriate 
anesthetic, analgesic, or 
Iranquilizing drugs were 
used. 


E. Number ol animals upon which leaching, 
experiments, research, surgery or tests were 
conducted involving accompanying pain or distress 
lo the animals and tor which ihe use ol appropriate 
anesthetic, analgesic, or irartquilizing drugs would 
have adversely affected Ihe procedures, results, or 
inierpretalion of the leaching, research, 
experiments, surgery, or tests. (An explanation of 
the procedures producing pein or distress in these 
animals and the reasons such drugs were not used 
must be affached to this report!. 


TOTAL NO. 
OF ANIMALS 


(Cols. C * 
0 4- E) 


4. Dogs 

5. Cats 


6. Guinea Pigs 


7. Hamsters 


a. Rabbits 

9. Non-human Primates 


10. Sheei 




ASSURANCE STATEMENTS 


1) Professionally acceptable standards governing Ihe care, treelmenl, and use of animals, including approriate use ol anesthetic, analgesic, and tranquiliaing drugs, prior to, during, 
and lollowing actual research, teaching, lesting. surgery, or experimentation were loiiowed by this research lacility. 

2) . Each principal invesligalor has considered allernalives lo painlul procedures. 

3} This lacility is adhering to Ihe standards and regulations under the Act, and it has required that exceptions to the standards and regulations be specified and explained by the 
principal investigator and approved by the Inslilutiunal Animal Care and Use Commillee (lACUC). A summary of all such exceptions is attached to this annual report, in 
dddilion lo tdentiiying the lACUC-approved exceptions, this summary includes a brief explanaiion ol ihe exceplions. as well as the species and number ol animals affected. 

4) The atteiidiitg veterinarian lor this research lacility has appiopriaie authority to ensure the provision of adequate veterinary care and to oversee Ihe adequacy ol other aspects ol 
animal care and use. 


CERTIFICATION BY IIEADQC ARTES RESEARCH FACILITY OFFICIAL 

(Chief Executive Officer or Legally Responsible Inslilulional Official) Hri*' ~ 1 OnOU 

i cerlily that the above Is true, correct, and complete (7 U S.C Section 2143) 



SIGNATURE OF C.E.O. OR INSTITUTIONAL OFFICIAL 


NAME & TITLE OF C.E.O. OR INSTITUTIONAL OFFICIAL {Type or Print) 


11 / 10/04 


APHIS FORM 7023 
(AUG 91) 


(Replaces VS FORM 18-23 (OCT 88). which is obsolete ) 












/$,/Y 

Investigator: 

Protocol #: OLS-Q014B 
Justification of Category E Animals 

The category E rabbits were injected with anthracyclines chronically and they 
may develop congestive heart failure over a 10-week period. Use of anxiolytic 
agents or str^s reducing drugs such as barbiturates or benzodiazepenes may 
induce or inhibit microsomal liver metabolism or displace antfiracydines from, 
plasma protein stores thereby altering the pharm^kinetics of anthracydines. 

Such an effect may interfere with tfie experimentel outcome. The drugs may 
have direct effects on the proteins of the heart being studied and Interfere with 
the results of the study 



DEC - 1 2004 : 


Additional information requested for Block E of APHIS Form 7023, dated February 3, 2005 


The rabbit involved in this study was injected with anthracyclines or their analogs twice a 
week for eight weeks. Heart function was assessed by echocardiography.The rabbit was 
euthanized when fractional shortening was reduced to less than 25% or twenty weeks 
after the first anthracycline injection. The heart was then removed for further study. 




liilcrtigency Ruporl Conirol Hti 
Q180-OOA-AN / 


M/ 




[ 


/ 

^ / 

department of agriculture 

ANIMAL AND PLANT HEALTH INSPECTION SERVICE 

1. registration NO. 1 " 

1 FORM APPROVED 

93_V-007 I NO 0579-0036 

/ 

/■ 


2. HEADOUAHIERS research facility (Nam 0 and Address, as registered with USOA 
include Zp Code) 

/ ANNUAL REPORT OF RESEARCH FACILITY 

(TYPE OR PRINT) 

Department of Veterans Affairs 

810 Vermont Ave, N.W. 



Washington, DC 20420 


^ shM?rii*n^eMa»v*)^ where aiiimab were housed or used in actual research, lesliiig. leaching, or experimenialioii. or held lor these purposes Attach addilneial 


ifbOO - VA Long Beach Healthcare System 

5901 E 7th Street 


Long Beach, CA 90822 


1 REPORT OF ANIMALS USED BY OR 

UNDER CONTROL OF 

RESEARCH FACILITY 

(Attach aifu 

litinnal sheets i( necessary or use APHIS FORM W23A.} 


A. 

Animals Covered 

By The Animal 

Welfare Regulatiorts 

B. Number ot 
animals being 
bred, 

conditioned, or 
held tor use in 
leaching, testing, 
experiments, 
research, or 
surgery but not 
yet used tor such 
purposes. 

C Number of 
animals upon 
which leaching, 
research. 

experiments, or 
tests were 
conducted 
involving no 
pain, distress, or 
use ot pain- 
relieving drugs. 

D. Number of animals upon 
which experiments, 
teaching, research, 
surgery, or tests were 
conducted involving 
accompanying pain or 
distress to the animats 
and for which appropriate 
arvesthetic. analgesic, or 
tranquiliaing drugs were 
used 

E. Number of animals upon which leaching, 
experiments, research, surgery or tests were 
conducted involving accompanying pain or distress 
to the animats and for which ihe use of appropriate 
anesthetic, analgesic, or tranquihztng drugs woukJ 
have adversely affected the procedures, results, or 
interpretation of the teaching, research, 
experiments, surgery, or tests. (An explanation of 
the procedures producing pain or distress in these 
animats and the reasons such drugs were noi used 
must be effached to this report). 

F. 

TOTAL NO 

OF ANIMALS 

(Cols. C + 

D ^ E) 

4. Dogs 



“ ■ 



5. Cats 






6. Guinea Pios 






7. Hamsters 






8. Rabbits 



94 


94 

9. Non-human Primates 






10 . Sheep 






11. Pias 






1 2. Other Farm Animals 












13. Other Animals 






Rats 

62 

688 

927 

552 

2229 

Mice 

27 

468 

24 

11 

530 







1 ASSURANCE STATEMENTS 



^ 1 


1 } Prolessiotially accept()t>le standards governtng the care, trealrnent. and use of aaimals. inciudmg upproriate use of anesthetic. ar>aloes(C. and tranquiti^lng drugs, prior to, during, 
and lullowiog actual research, teaching, testing, surgery, or experimental ion were tollowed by thus research tacility. 

2) , Eacfi principal investiyaior has considered allerndtives la painful procedures. 

3) . This facility is adhering to the standards and regulations under the Act. and it has required that exceptions to the slaridards and regulations be specified and explained by the 

principal invesfiyalur and approved by the Inslituiional Animal Care and Use Committee flACUC) A summary of all such exceptions is attached to this annual repori. (n 
addition lu identifyiny the lACUC-upproved exceptions, this summary includes a brief explanation of the exceptions, as well as the species and numbei of animals aftecled. 

4) Die altcnding velerinanan tor Ifiis research facility has appropriate aulhonly to ensure the fjrovisioii ot adequate velermary care and lu oversee (he adequacy ol other aspects of 
animat care and use. 


CKRTIFICATION BY IlKAnQUARTKS RESEARCH FACILITY OFFICIAL 
(Chief Executive Orficer 

I certify that the above it 


SIGNATURE OF C.E.O. OR INSTITUTIONAL OFFICIAL 


APHIS FORM 7023 
(AUG 91) 


(Replaces VS FORM 18-23 (OCT 88), which is obsolete ) 



PART 1 _ UlPAnrvi lADTCPC 



Explanation of Category E: 
Rabbits 


PI: Haake 

Protocols: 0011-178 
04044-02 

Number of animals under Category E: 28 

Procedures involving rabbits fall into Category E because of immunization with adjuvant, 
which is required for adequate B cell production. Rabbits are sedated with acepromazine 
0.25-0.5 mg/kg SC or IM given 10-15 minutes prior to immunization. 

PI: Ohning 
Protocol: 01002-03 

Number of animals under Category E: 4 

The reason that procedures involving rabbits fall into category E is because of 
immunization with adjuvant, which is required for an adequate antibody response. 

Rabbits are sedated with acepromazine 0.25-0.5 mg/kg SC or IM given 10-15 minutes 
prior to immunization. 

Rats 


PI: Mayer 

Protocols: 99064-04 (VA project # 0041) 

11091-02 (VA project # 0055) 

Number of animals under Category E: 443 

The rats listed under USDA Category E were subjected to Water Avoidance stress and 
Colorectal Distension as described in protocols entitled “ Modulation of the Pain 
Response to Repetitive Colorectal Distention ” (VA project # 0041), “ Influence of 
choronic water avoidance stress on visceral sensitivity in rats” (VA project # 0055). 

Water Avoidance causes no harm to the animals, but does cause them discomfort 
(psychological stress), which is a necessary part of the protocol. Colorectal distension 
does cause brief pain, however the stimulus is of a very short duration (20 seconds) and is 
also used in humans. This response cannot be elicited in anesthetized animals. Because 
the investigator is studying the analgesic effect of different drugs, the use of other 
analgesics would confound the results and interpretation of the study. None of the rats 
used during this time interval exhibited signs of excessive or prolonged pain (agitation, 
vocalization or bleeding during or following testing), which would have necessitated 
immediate euthanasia. 

PI: Sattin/Pekary 

Number of animals under Category E: 25 

25 rats were categorized under Category E for the VA merit review study because the 
forced swim test is considered psychologically painful. These rats cannot be anesthetized 
because they would drown during the forced swim test. 



PI: Tache 
Protocol: 06069-02 

Number of animals under Category E: 30 

A colorectal distention model is used in rats. The study addresses the role of stress and 
CRF in the genesis and/or maintenance of lower gut motor function alteration and 
visceral hypersensitivity/pain symptoms. The distention process is unavoidable because 
the visceral pain response to distention needs to be compared to the response observed 
after the test substance administration. Because anesthesia will block the abdominal 
contraction response to distention and because the effect of potential analgesics is 
studied, the use of anesthesia or other analgesics will confound the data and their 
interpretation. Thus the pain response to colorectal distention is studied without prior 
analgesia. 

PI; Wasterlain 
VA Merit Review #9711-041 
NIH/UCLA grant # 12105-02 
Number of animals under Category E: 423 

The rats were placed in Category E because they undergo a period of seizures which are 
not treated during that time. While humans who have had similar seizures do not report 
pain there may be some distress. The rats are not treated during the seizure period 
because it is the mechanism of brain damage due to untreated seizures which is being 
studied in order to develop better treatment. 


PI: Yang 

V A protocol# 06068-02, 

UCLA ARC # 2002-032-02 

Number of animals under Category E: 10 

The rats were used to study the effect of energy deficiency on brain neuronal activation. 
The rats were fasted for 48 hours and then were euthanized. 


Mice 


PI: Haake 

Protocol#; 04044-02 

Number of animals under Category E; 24 

Procedures involving 24 mice fall into Category E because of immunization with 
adjuvant, which is required for adequate B cell production. 

PI: Mayer 

Protocol: 03030-02 (VA project # 0052) 

Number of animals under Category E: 13 

The mice listed under Category E were subjected to chemical stimulation of the colon as 
described in protocol entitiled “Modulation of stress-induced pain res ponse in mice” (VA 
project # 0052). The end point of the chemical stimulation of the colon is sigmficant pain 



and discomfort that cannot be alleviated by analgesic since the aim of the study is to 
investigate pain behavior. 

PI: Pandol 
Protocols: 0111-42 
01008-02 

Number of animals under Category E: 40 

40 mice are listed under Category E for Protocols #011 1-042 and # 01008-02. In the 
mouse model of experimental pancreatitis (#01 1 1-042), high doses of cerulein (an 
analogue of CCK), given as intraperitoneal ourly injections, cause acute pancreatitis. In 
Protocol # 01008-02 the animals receive either intraperitoneal injections of cerulein or 
vehicle every hour for 7 hours. 
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rn(s fsparl is requlrecJ by id** (7 USC Faiiura le mpciri 9ccQfdln9 le lha psaytlgiiiof^sean 



ASSURANCE STATEMENTS , , 


1) Pri>(ffi; 5 iop»ally OClieptsWa jila^tdards governing Ihc care, Ireolmenk nwi use 6< aniinais. Inctuding approrlule useol aneslhetkJ.lanar^esie, and (ranquHi^ing drugs, prio< lo, during, 
and lollowing actual rOBoarch, tuiWJklng, io^ilng, surgury, or e'«poriiT'onwi4>n urere lolloped by ihrt r*w)®^jf«h (acSlIly,. 

E==hp,,„.,,=, i,w«,i«..<>ri,a»c««sme.«j«h~« ( > indicates niamber teported in 2003 aad 

ai THIS ruulliiy Itadnstlna lo Ihe alandaidaund wadWiluiiii uiiUoF'lho Acl, and li has laqulfed ffil?^(ii 5 f?iSFl^in^Rin?a 9 <S^nd reouWiions Cw apecilled uiid eitpUiiiied by Ihr. 
principal InuMilgalof and approved by Ibe IfiSlibilkxial Animal Coro and OaeCommUlM (lACUCI. A suminaiy qI all auoh cVccptlone I* allached lo Ihl* annual report, In 
Pddlllon 10 idcnlllylng Ihe lACUC-upproved ertcepllnnu. inis auinrnory In'oludett o brie'! oaplonlillon ol Iho sMceplloms. os i»all PSi Ihe species and Humber ol animals utlecled. 

<). The Siiendmo i/el0rinaiwn lor ihis ipseatcK laciliiy has apuiopilule oultwnly lo cnaurp iho pruuliion ul Bdepuuia uelarlruwy ours and lo ovarsae ina aileouacy oi omai aspiicu ol 
uniincji c^re oiid u!^e> i 


I certdy ^^ul the uboun b Irue. COrre«il, iJiid cui»iplat<i {7 U S.C SHttlmn 2ia5), 


SIGNATURE OF CrE.O, OB INSTITUTIONAL OFFICIAL 


NAUF A Tffi E OF ft e n OR iwrTiTi itinWAi nceir.iAi rr^’>^ Ps.r,ri 


OATj^lCNED 


APHIS FORM r023 (Heplacea VS FORM 18-23 (OCT 88). which is obssteio ) 























Sun Health Research Institute 
10515 W.SanteFeDrJ 


Telephone: (623) -87615328 


1 . reporting FACIUTY ( Usl all lorallons whgro anlmols w»rs housed or used in ectuel reworch. tdsflng, or atpohneniiUon, or held tor (hose purptscs. Attach addltionel shoots H nooessary ) 


' FACILITT LOCATIONS ( SM) ) - Sea Aiactiad iJslinj | 


REPORT OF ANIMALS USED BY OR UNDER CONTROL OF RESEARCH FACILITY I Attach addttiortai sheets, If naCessSrw or use APHIS Form 7D23A t 


B. Numper ei eelmai 
Sehg 6red,. 
Cor^iliofiad, cf 

Aulmstf Cevfifsd heW for vw ifs 

The Animal (©achli^v lenlng. 



ra^arci^, or 
surgery &ui na yf 
uaed for truch 
purposes. 


Cv ■Nytnfe&'Df 

D , hlumber of animate upon 

E. e* animate upon teachirtg. ©Kt>«riment8, 

animate upon 

which espertmenis, 

ffesesrcri, sufgdy er le^wcfe eonducaea InveWng 

whieit leaeWng, 

teaching, researeh. 

accompanying poln pr {Jblress lo (h« animsis and for wh 

rtajCB rtit. 

Bursary, or tests i«era 

the usa of apprppiielo sn^h&llc, an*ls«Blc, or 

axp®fimenl&g or 

randieed Involving 

dnigs would gdue^sely sf^cted 1?ia procedures, res 

\tsik wsre 

acrampanylnj pain or 

wlmarpratafiiaftiaf Ifte teaaehlBg, re!£e^if1d^, ^parrmeiMs, 

o^iducited 

distress to the animats nn 

sur^erV- of less. { Aft explafalicn df me proc^ufsa 

InvcMno no pain, 

for lahlch appropriate 

profhjdng pain d^r dissress lo Ihfise gftimels and ressi; 

tScy-esHs, or use cr 

anesthetic, analgesic, cr 

euiCh dKi9& were nd used must be attadied Id !hl9 repOfI 

pain-rdffifvlng 

trcnqullelhs drugs were 

1 

drugfe. 

used. 



TOTAL HUMBER 
■OF ANIMALS 

( COLUMNS 
C + D+ E ) 


J. RaBbils 

J. Non-huiTTan PrirrratBS 



assurance STATEliHeWTS I 


1) ProfesslonsDy acceptable sUmdertls governing the eare,:lr8simeni.ar>a use of enlmals, Including appropriate use of anesietle, analgealc, end Irangulllzlng drnga, prior to. during, and following aetgel reee. 
teaching, Icpting, aurgery, cr experimentation were follo^d by thl» roseeren fadtlty. 

2) aach orineipei Invesilgjitor has canaldored allemetlvea 10 painful procedures. 

3) TNi faeillty is adheitna lo Ihs alandards and regulollonsiunder the Act, arvl It has retjuirM that encopltone to Iho standdros and reaul«llpr|s bs specified and eipialned by the pitnelpBl Invesilamor and apt 
Insihulional Animal Care and Use Commlttao flACUC). A summary ol all euch 8*c«pti6na la attached bs this annual report in addition lo Idetnlfylno the lACUCuipproved axeaplipns. Ih'is summery Ih 
brlof exptanaiion of lha awispllonsi «s wall as me species and number pf animals afieaed. 

4) Tha attending uetadnarian far mis fttieareti facility has appropriate authority to atrsure the provision of adequaw uelerinery rare arid to owraoe Ihe adequacy of other aspects of animal care and use. 
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princlpaJ!»vcitIgaU)riJBi»ppiDvtiijbyilioI(Biituiiij(mlAnun«IC8f«Md U<e Cbmmimn {ACIIC), AlumwiiynfnlltiichacepdoMiiMtathnd tn Uiii nnnml report. In 
Bddrtion Ifl Idejitllyiiig die lACIJC qiproved taeoptions, Utd lummuy ineWda • brief cnphnatbit of Uw otoeplbni, a, »oU en liie speciei and nomlier of mlinnb nHisairi, 
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Columii E EsplanstioB 


Registration Number; 84~R-0040 

Number of animals used in this study: 23 

Species of animal in! this study: Dog 

Explanation of the ptrocedure producing and/or distre^: 

A long lasting amigesic to be used in dogs is t^ed for efficacy using a surgical model 
Female dogs received an ovariohysterectomy (spay). Surgeries were performed under 
gen«al anesthetic. There are no ahemdives to testing analgesics in the target animal It 
is common for client owned animals that undergo surgery in clinical practices not to 
receive analgesics. In one study, 52% of male veterinarians and 36% of female 
veterinarians did not routinely adnunister any type of analgesia pre or post operatively to 
ovariohy^erectomy patients and 32 % of males and 24 % of females did not administer 
analgesia to animals undergoing abdominal surgery other than ovariohysterectomy. In 
this study dogs that underwent abdominal surgery were placed in one of four groups. One 
group of animals received carprofen (a common post operative analgesic) according to 
package directions starting immediately prior to singery. Two groups of dogs were given 
the test article (a novel amigesic) immediately prior to surgoy. Each group received a 
different dose of test article. It is necessary to include a control group that did not receive 
any analgesics to establish the efficacy of the novel analgesic. If there was a failure to 
differentiate between treated groups, it could be attributed to a true lack of di^rence 
between treatments, or an insensitivity of the pain assessment scales. The inclusion of 
untreated controls will help differentiate any efects seen in the animals. All animals 
were evaluated frequently for pM levels, both by physical smms and by video 
monitoriiig. Any animal that may have received a pain score above acceptable level 
would receive morphine to alleviate the paiiL This was doiK: regardless of which group 
the animal was in. 


Colnmn E Explanation 

Registration Number: 84-R>0040 

Number of animals used in this study: 26 

Species of animal m> this study: Dog 

Explanation of the procedure producing pm and/or distress: 

These dogs were u^d to te^ the treatment of oral or topical treatments for flea allergic 
dermatitis (FAD). There were several groups which included animals treated with 
currently accqited treatments for FAD as well as experimental tremients amd pbcebo 
control animals. It is necessary to use the host species for this type of study as there are 
no non animal models of the integrated immune and inflammatory function of a live 
animal. Untreated control animals are also necessary to determine the effect of the 
different test groups with the untreated animals. Dogs which have been sensitized to 
fleas were used by placing 20 fleas between the shoulder blades of each dog and allowing 
the fleas to burrow into the hair. The amount of reaction to the fleas was determined by 
frequent physical exam. Any animals, regardless of group, which developed excessive 
clinical signs caused by the fleas, such as open sores which require treatment vrfth 
antibiotics, were treated immediMely with appropriate insecticides to eliminate the flea 
infestation. The animal would also receive any other appropriate treatment necessary to 
eliminate clinical signs of FAD. 
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November 22.2003 


Elizabeth Goldenhjfer, DVM 

UNITED STATESlDEPARTMENT OF AGRICULTURi 

Animal and Plan Health Inspection Service 

Regulatory Enforcement and Animal Care 

Eastern Region Office 

920 Main Campue Drive 

Suite 200 

Raleigh, NC 27606 


Dear Dr. Goldentyef: 

Listed below are comments to accompany the annual report of research facilities for site 
number 1. 


The environmental enrichment program has exceptions for social housing for nonhuman 
primates. Twenty-three rhesus monkeys are housed separately due to special study 
requirements for I controlling and monitoring food consumption as part of the research 
projects. Twenty cynomolgus monkeys were housed separately for brief periods {1-2 days) 
while participating in telemetric monitoring studies. All the animals are included in all the 
other aspects of the environmental enrichment program. The protocols with the exemption 
are approved by the lACUC and reviewed during the semi-annual program review. 

One exception to the canine exercise program is to be reported and involved eight animals. 

It Involved the use of special canine metabolism cages for daig metabolism studies or urine 
collection studies.^ The canine metabolism cages provide greater than 100%, but less than 
200% of requiredl space for exercise. The period of time in the cages vary with the test 
corhpound and study. ' Most of the studies lasted for 24 hours and the longest lasted for 42 
days. Positive human interaction is greatly increased during this period. The protocols with 
the: exemption are approved by the lACUC and reviewed during the semi-annual program 
review. 

Listed below are comments to accompany the annual report of research facilities for site 
Number 2. 

A. Summaryiof exceptions to the regulations and standards: 

There were some! exemptions to the pair-housing requirement of our lACUC approved program 
for the psychological well-being of non-humah primates. Most exemptions were for 
approximately two weeks in duration. A total of five hundred and forty-four non-human primates 
were exempted from social housing for reasons which include; acclimation and health 
assessment during the beginning of the quarantine period, establishing suitable cage mates and 
preparing social caging. 
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UniVer&ity of Missouri-Columbia (43-R-048) 
Annual Report of Research Facility - Attachments 



AHton.eidg. 

-lab: room 233, 234 



-animal housing facility: ASRC Units B', C, D, F, 
-labs; E142, N126, N152, N153, & N190 


-animal housing facility; 13, A222 ward, A227, A230-1, A2S3, A256, A266, A2S8, A273, B120C, B125, 0206, B213. & B229 


-animal housing facility, 1st floor, rooms W2-23, W104, W1 17. and W102-W123 



Dalton Resea rch Center 

-animal housing facility: rooms 106, 10a,jl12, 114, 116, 11 B. 124, 221 A, 225A, 226, 228, 230, 233A, 233B, 311, 312, 313, 329, 


331,334 

-labs; 104, 203, 209, 229, 306, 309, 310,131 1, 312, 313, 314, 322, 325, 326, 328 


Engineering Bldg 
-animal housing: room C2204 



■animal housing facility: rooms 1-26 


-animal housing: rooms, 2, 3, 5, 9, 19, 21, 24, 27, 28A, 28B. 2§C, 28D, 2BE, 29A, 29B, 29C, 206, 
-labs; 113, 206,209,214 


Medical Scie nce Building 

-centralized animal care facility, 1stfloorl(induding experimental surgery) - animal housing rooms: A101-A164 
-labs: rooms M332, M401, M420, M423.IM463. M514, M648, N422, N507, NE305. NE306, NW300, and NW303 


-animal housing and use: Equine Center, Therlogenology Bldg,, paddocks 
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;'l. Registration Number; 74.R-0049 / 1503 
1 2/3. Spedes (common nam'e) & Number of animals used in this study: 

I • , 

j Dogs (24) cm (24) 

! Guinea Pigs (29) I Rabbits (140) 

i • i 

I 4. Explain the procedure p^dudng pain and/or distress. 

j I 

j The pain or distress in dbgsiln Column E was due to flea allergy dermatitis. These dogs were not treated with anesthetics 
; or analgesics because tfjse particular tests being conducted were efficacy teste of drugs designed to prevent or reduce 
; symptoms of flea allergyi dermatitis. Efficacy of these drugs can only b® determined if the animals ana infested with fleas 

j and exhibit flea allergy dermatitis. The cate referenced In Column E wens animals used as flea hosts. It is assumed 

, they suffer stress and discomfort from the flea infestation. When toxicity and/or irritation studies are done on rabbits, test 

J material Is either dropped into one eye of the rabbit or it is applied to the skin. When this dosing to the eye occurs, the 

' animals occasionally squeall and It Is assumed that they squeal In pain or distress. Guinea pigs are res^ined 
j temporarily during and after administration of the test material in sensiti^tion ^dies. They find the restraint stressfel. 

! in the case of dermal toxldty taste, cage-side observations Indude evaluation of toe central nervous system, somamotor 

j activity and behavior patterns. These would be altered by the use of anesthetics or tranquilizers. 

I 5. Provide scientific justification why pain and/or distress could not be relieved. State methods or means used to determine 
that pain and/or distress relief would interfere with test results. (For Federally mandated testing, sea Item 6 below) 

Most studies are federally mandated. However, we sometimes conduct screens to determine if further testing Is 
necessary.- When doing these screens, observations are made to the treated areas on rabbits, looking for signs of 
irritetion (usually redness or swelling) that may have been caused by toe test material. We do not always use anesthetics 
because we may not be able to distinguish between discdlofation caused by ths test material and discoiorstion possibly 
' tauead by an anesthetic. 

i 

j 6. What, if any, federal regulations require this proceduns? Cite the agency, the code of Federal R^ulations (CFR) title 
i number and the specific section numb0r(a,g., APHIS, 9 CFR 113.102): 

Agency; USEPA Health Effedts Test Guidelines, Office of CFR: 

Prevention, Pesticides and Toxie Substances, OPPTS 
870-1200, Acute Dermal Towe%, OPPTS 870.2400, Acuta 
Eye Irritation, OPPTS S70-2500, Acute Dermal Irritation, 

OPPTS 870-2600, Guinea Pig Sensitizatjoti 
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procadurw; prsdudna pain or distress In these animals a 
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t^aj^uiU-^tAQ drugs were 
U88d 


Mumber oi anititaift upoir whiuh {oacning, 
exparimentsL research, surgery or testis were 
cortducl^ involving accompanying pain or distreiis 
lu lha ohlm'stBaftd lor which the yse of appropriate 
anegthette. dfialgosic. or trshQuiU^jiftg drugs would . 

huve adv.ecsely .ailecled (he prroceduren, rssuM^, ot 
Iniorprciaiioa o1 Ibc leaching, rasearch. 
eMperimen(s;«orgery. or lasts- /An axplanation of 
ine procado/e* jOfOtfucMa pain of dtsirosa in fhoso 
anfma/s snd if\e t^ttons such drugt wers not UB9(f 
must he atiAch^d to thn fegoil)^ 


TOT At. MO. 

OF ANIWAts 


(Cola- C * 

O ■{• E) 


4. DOOS 


5. Cals 


6. Guinea Piqs 


7. Hamsjsrs 



Eralasslonjlly sccepiabic sundards governing mo sare, ireaimeni, ond use ot anlmuls, Including approriale use ol ancsiucilc. analgesic, end iianquili^lng drugs, pr-tor lo, during, 
end lolltiwlng eelupl reeuprort. Ispctiing. loslingj surgery, or esperlmsnlolion wore lsllov<od by Ihis rosearch iDcllliy, j 

I 

2) . Each prindpol invesligSlor has considered aliernalives 10 pdliiiul procedunss- j 

3) , Trils ladlHy is adOarlng lo Iho slondards and rngulaltang under mo Acl,. and il has required ItiOl sjtoepiions m inedionCnrO:: and regulallons be'ipeoliied and sKpInlnetS by the 

principal Inuesiigaior end epprovod by ihi: Insliliillonol Anlinai Care and Use Commlliea (IaCUC), A oummary ol aii socih cirieptlons Is altaoherd to this annual report, in 
nddlilDn lo idcnillying Iho lACUC-approved oxccpiions, itlls summary Includes a brlal oxplanailan ol Ibe excaplions, as W|8ll as Iha speeiK and number ol animals olleeiod, 

u). The 01 lending valarlnailarv lor this research laciilly ftas oppraprlaie auihorify lo ensure ihe provision ol adcquaie veierlnary cure and lo oversee Ihs adequacy m oihur ospccis ol 

enlmal core and use. "I 


CERTIFICATION BY UEADQUARTES HESFARCH FAClUTiY OFFICIAL 
(Chief Executive Officer or Legally Responsible Inslilutiondl Official) 
i certify that Ihe above is true, cfirreci, and complete (7 U S-C. Seciltin 2143). 


stGNATuse OF ae.o- or institutional official 


NAME & TTTLe OP C.e.0. OP) INSTITUTIONAL 


(Type Of PftnV 


OATE SIGNED 


3 {P{h0\Bces VS FORM! 1^-23 (OCT wbicn is obsolwts,)- 


[,Vrt/CO 

■PARTI • HEADOARTERS 





















^ / . 

in ufi U(der to coflle imU af«<J io Ue Mibie'ci 10 peftaUlfi'j ptcviaeg lat !»> ScciiOn <^150 ^ 


UNlieO states department OFlACRICULTURE 

ANIMAL AND PLANT HEALTH INSPECTION SERVICE 


1, REGISTRATION NO. 


Strc |■cvel’ie Jy'H'r Idr 

dddikigoji uilurtTiJliun 


Olsb-OOA.AN 


FOfiM APPROVED’ ' 

OMa NO osTs-ooyfl ' 


2. H&AOOUaRTERS 

^dcfuPe ZiiD Codei 14-R-*0009, Cyst Id 105 


(TYPE OR PRINT) 


BOSTON UNIVERSnV MEDiCAL SCHOOL 
ao E CONCORD STREET 
BOSTON, MA 021 1@ 


■ . 


3 - RgPOfTTlNG PACILITV (L<si all locaiions wHa^a eoimals wef« housed or used io aciudJ rasaareh. lestlag, teaching, ot &itj[i«lm 8 wl 3 ito»L or held Jo# ibcs© purposes. AUdcn eddtJior*al 
Bheers II oeceiSMry.) 


PACIUrrV LOCATIONS TSileai 




REPORT OP animals US€Q S¥ Ofi UNDER CONTROL OF RiSEARCH FACILITV |A//och Hi/JdilmoD/ ihwi/s H nitcassun or use APHlS FORM 7023Af ' 


Animals Covered 
©y The Animal 
Welfare Regulaiidns 


B. Number of 


bred, 

oondidDcred, cm' 
held io# u^e In 
leaching, tesMuQ. 
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e, Siymi»«t el animaifi upoe wWcA iftechieti, 
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USD A Registration Nnmber 55-R-026 

Attachment to USDA Annual Report dated November 28, 2000 

Explanation of Animals Listed in Colurcm E of this Report 


The 26 dogs listed in Colunm E for this reporting year are assigned to a study that 
involves transection of the cianial cruciate ligament The purpose of tiie study is to create 
an inflammatory disease model, which will be used to test new compounds developed for 
the treatment of osteoarthritis. Even thou^^ analgesics are administered immediately posrt: 
operatively these wiU be discontinued vritinn 24 hours after the surgery. Administering 
analgesics may interfere with the disease course because pain level changes are 
associated with neurological and endocrinological changes that a:^t the inflammatory 
process. Administration of test compound begins at 4-7 days po^ op with dogs being 
placed in a structured exercise program (pre-acdimated prior to surgery) at 7 days post 
op. 

The Veterinarians and lACUC feel that these dogs potentially experienced “more than 
slight or momentary pain or distress”, as defined in ihe Animal Welfare Act. Even tiiough 
additional analgesics are not provided, the dogs are monitored by the Vetermanan and the 
scientist for such clinical signs as weight loss, inappetance, inability or imwillingness to 
use the affected limb, etc. which would be indicative of a need to potentially euthanize a 
given dog. 



